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(57) imm s. 

CPS] «IB!»3^ffl£*U 4 

mm/mam. 

I M&^m ] * (I ) : X-A-D-E-G-J-L-M-Pro-Q-Y [ 5$+ 
X(iH,CH 3 -C(0)-X«iCH3-C(0)-Lys. A(2SerXJ2Thi\ Dli 
He. ValXteLeu, EJiLysXtiArg. Gttlle. ValXfiLe 
u. JfiGlyXtiAla. Uille. ValXliLeu. MfiGlyXtiAl 
a. QteGly,AlaXliGly-Lys-Lys-Gly. Y(£-0HX(i-NH 2 ) 
<ty<Ti- h\ ^:Ala-Gly-Tyr-Lys-Pro-Asp-Glu-Gly-Lys 
-Arg-G 1 y-Asp-Al a-Cys-G 1 u-G 1 y-Asp-Ser-G 1 y-Gl y-Pro-P 
he-ValcO^f- H . Cys-Leu-Asn-Gly-Gly-Val-Ala-M 
et-His-I le-Gl u-Ser-Leu-Asp-Ser-Tyr-Thr-Cys£0^7°^ 
h\ ^:Ser-Ile-Lys-Val-Ala-Valc7)^7'^h\ 5£:Ac-Ly 
s-Ser-Ile-Lys-Val-Ala-Vai^^rf- H , j£:Asn-Pro-Gl 
y-Ala-Ser-Ala-Ala-Pro-Cys-Cys-Val-Pro-Gln-Ala-Leu- 
Glu^7 0 ^ b\ ^:Val-Gly-Val-Ala-Pro-Gly^r^ 
h\ 5$ : Ac-Lys-Va 1 -Gl y-Val -Al a-Pro-G 1 y^^T * K& 



(2) 



10-316581 



1 



[lt*fll] TIEoHRsUl) ; * 

X-A-D-E-G- J-L- 
X»i#*» CH 3 -C(0)-fcJ:t;CH3-C 
(0)-Ljfs-*»4>**»*»4>atfit*afi. AttSerafc 
ttThr*»4>«r*rsyiffla. Dlille, ValfcitXL 
eu*>£&SI¥*^a{£:ft&T$/I$£g. EI4Lys4fc 
ttAr^sflriTS^IBaS. Gttlle. ValfcitfL 

euj^^^ris^featf^irsyiKHi. JiiGiya*: 

ttAlafrMrftTS/aS*. mile. ValftilXL 10 
eu*fcfc4Sa»&ai*fl47 5yMS*. MttGlyifc 
ttAlaa»<!>:ar*7$/IH8tt. QteGly. Ala*Sj:tfG 
ly- Lys- Lys- Glyj&»4>3r4tt&»fcat«l47 5 VI! 
HSifctt'Vf-FSS. MtffcYM;-OH4fcli-N 

fi^rf-K, EW^-caaju^Tf-F. ebhh- 
i o-custii^rf-F, E*i#9i lxmtih^r 

*F. EW**1 2T*S*i4'WF* E*|**l 3 

X-A-D-E-G-J-L- 
(sW. xutfcfg. CH 3 -c(0)-fcJ:t/CH3-c 

(0)-Lys-*»fe*6S*»feBtrit43S, AttSer4fc 
ttThrfrfcfrSTSyWBH^ Dlille. ValfcJtfL 
eujM>**^fcatf;h.*7$>'18»*, EteLystfc 
<4Arg*>£>&.& 7 GJille. ValfcJtfL 

eu36»fe*4B*»i5)aif*l6TSy|HK. JttGlyifc 
ttAlaa^SrSTSyiBS*. Uille. ValfcitfL 
euj&»fe$rS«i&»&afcm*7 S smmm. MliGlyifc 
ttAla*»4> ! Sr4rSy|WBI, QttGly, AlafcitfG 
ly-Lys-Lys-Gly3&»fe«r4B*»i5>atf<l*T5yK 30 

a»*fctt*wF»*, &tft:Ytt-0H4fcii-N 
Hits**-. j-cRSiii^rf-Hifctt-ewi. 

#2-c**it*^rf-H, EW#^3"essiiS'vr?- 

fi**WF, nai#*6-c«sft.*"*7f-F, mm 

[|»#«5] lll«Jl34fctt4^rf-l<*Jj:lf/* 

^tiMessvffiaffl^H. 40 
wmtkmrnixh &mtm s <m. 

[0001] 

mm t ? imamma xv/t tz^mmmm 



* Hfcl] 



M-Pro-Q-Y (I) 

[n*«2 3 b&hf* i xmzm^ri- F. EH* 

#2T«Siift^rf-H, EMtf^S-CSSft.S'W 
F. EW»^4T«3#l*^rf-K. EW*^5"e*S 
ftS^Tf-F. EJ0##6T«S*l4^rf-H, E*>J# 
*7?*S*i**V*F. E*iJ#-f8T'fl£it&'W 
F, ETMWratSfii'WF. B*I#910"C* 
SftS'Cf-F. EW*»l I?*3*i4'<:rf-F. E 
9m 1 2-C«S*l«^rf-F. EW#*1 3T'*l$*t 
S^Tf-F. K^J#^14T'*£ill>'<7f-Fi3±lH- 

ft^tfMa*»featr*L*^ar< 1 1> im^mtizm^t 

MWSJI3] TE<0-*W ( I) ; 
1-0:2] 

M-Pro-Q-Y (I) 

um&mamtmmii ix^mx-b*). mm. #j 
^t'nm&mm^m^mx'hh . 

[0002] 

*fWB** , ***WFi:uai, ew#*8 

T*S*l4*vrf-F (TRAP- 5 08) jWnfcflTfe 
0 . i ^crf - FttttftlcttH Lfclflfctt LTiflWBa 
J&SOTbiifcaqS&SflTH* [SAAS Bull. Bioc 
hem. Biotechnol. , 3_. 8-12 (1990). J. 
Clin. Invest., 8_9, 1469-1477(199 
2) . Thromb. and Haeinost. , 7 0 ( 1 ) , 1 5 8- 
162(1993). J. Surg. Res. . 53., 1 1 7 
- 1 2 2 (19 9 2) ] . E?iJ#-^9-C*$ni. 
^7-f-F (EGF-14-3 1 ) Ji. t FSS*t£«i7) 
J»B&ffi»'t4i4:*qi&S*irv^4 [Proc. Natl. 
Acad. Sci. USA., 8J^, 1351-1355 (1 
9 84) ] . EW*^1 OT'^itS^T-fF 

( Lam i n i nBWflc^Tf-H) li. MBOffi*. 52 

[J. Biol. Chem. , 270 . 20583-2059 
0 (199 5) . J. Biol. Chem., 270 , 103 
65-10368(1995)]. 3 fclc, E?iJ#^ 1 
2T'*§ixS'<r-f-F (TGF/3 69-84 ) li. 
^+^NRK-4 9F«BStf53n-HKStflBH-J-*i 
t*<«li2$ixTV^S («fllH l 6-0 2 5 288^ 



(3) 



#HPP1 0-3 16 581 



18) . *LT. EJflf^l 3X'mtlh^T^-Y (El 
a s t i n V) te, b h^«**^^$i 

BO^fcJiM*W***£fcA«W&3*VCV>* [Ann 
ales Chirurgiae et Gynaecol ogiae, 8 3 . 2 96 
-30 2 ( 1 994) fcitfCell Biology Internat 
ional, 18.. 111-117 (1994)]. 
[00 03] JJELfcBJW#8, 9, 10, 1 2&£ 

HW4. fflia^vStt^ffliatiJiMvStt^ifw^avs 
[0004] 4fc. ftmm. in. awa^ 

FjSfcif) tfimthZbtfWhMZtf:*) [Howell, J. 
M. , Current and Future Trends in Wound Healing, Em 
erg. Med. Clin. North Amer., 10, 655 -663 (1992 ) 30 

mmi^-tmmmmmmgzfiz x o x & 

tz [Eaglstein.W.E. , Experience with biosynthetic d 
ressings, J. Am. Acad. Dermatol., 12 , 434 - 440 (19 
85) ] . 

[0005] mm&mmw.mtb i/cut, *u t-^ 

( i ) T-m'&Ti\s*?>®.ut-*im'&Tiv*?yw&t 
nm&T^yw.&nimx Q*&?mmM*im/i 

tO(!|f» s P4-50 1 06 7-5f&$8) ; (2)£{M 

^T-^ttL^^T-*'Ac7)h Hoy/l'Sft***. Bib 

X-A-D-E-G-J-L- 
XtijfcS. CH 3 -C(0)-fcJ:t^CH3-C $850 



5 0 0 0 2 8-9^4R) ; ( 3 ) *VflJBW»9 5W%VX 

iTttKwaaaa* 1 5 o oat*>jtfy ti^r^a 

8-9 2 3 5 9-t&«) ; (4 ) d?y b'-^7;^-;l^ 
b , ^f^b'^x-r^/as^vM y&#g&W%: 

Hny;K»BIH t 6-2 12 04 5^«) ; (5)b 

izmmmk'k Lxm^tiz&m%m mm 

¥3-2 154 1 7-t^fg) $r£j&«8UlBS*VO**. 
[ 0 0 0 6 ] U> L«r# A, . JJE LfcfBteaiMWMBf 

zm<?>mm { %#>t>tix^t. 

[0007] 

[wawwifcL J: ? ttmmi Ltzt^x .Mm<r> 
am* 4aflStt**K<, ^z^mmmmmm 

[0008] 

TttSfiifiaiWsWO^rf - HIS J:t^*OR»*t** 

HR* ( I ) : 
[0009] 

[-fk3] 

M-Pro-Q-Y (I) 
»(0)-Lys-*»6'Sr4»*»ic)jBtfil**. AJiSer*/,: 



(4) 



^¥1 0-3 16 581 



ttThrfrfcfcSTSy'WaS. Dttlle. ValfcJtfL 
eufr&$*Sfr4>aifll47$y'W8*. EttLysifc 
ttArsft>&&*75>'tt8£. Glille. ValfcitfL 
euj&^fcSSfr&atfftiTSyiB^ JttGlyifc 
ttAlafrfc&STSyiHH^ Lttlle, ValfccfctfL 

ttAla^fe^TSyWMI, QliGly. AlafcitfG 
ly-Lys-Lys-GlyA»fe**SW»4atf<t&TSy» 
HS4fctt*V?-F»S. Jfetf£Yli-OH4fcli-N 

h» )-caan*«iffl*^rf-H4fci«<o« 10 

X-A-D-E-G- J-L- 
XiiAX. CH3-C(0)-fcJ:l/CH3-C 
(0)-Lys-*><»*4836»i5>atf*l4afi. AttSerifc 
ttThn^^iTSyiBaS. Diille. ValfcitfL 
eu7^&4f¥rt>£>aJ£fi.47$/§8Sa. EttLysifc 
J2Arg*>£>&47$/I$SS, Gttlle. ValfcitfL 
eufrfcfc*R*&afc»l*7$/i»S», JttGly4fc 

ttAi^^rsyiBaai. utile. vaifc«ki^L 20 

eu36»fesfir6»4»4>a»#l*T S ./IMS. MttGlyife 
ttAla*»ia*4rSyiKa*» QttGly. AlatJjtfG 
ly- Lys - Lys- Glyfr &$rS8W»6atf *l£7 5 -/Sc 

jaKifctt^rf-FB*. £trtcYtt-oH*fcii-N 
1 o-cjiSiii^rf-H, e*i#*i lx-mtL&^r 

f-F\ EW#*1 2"C«S*i*^rf-H. E5W*1 3 

-cjssfis^r^ f , 1 4 ■casiia'vrf - f 

£ JtWifcO^£>»flt4*J«S:< h 1 §£Sttfc 30 

[0 0 1 2] J««Btt. SOT»#lT«SftS 

X-A-D-E-G- J-L- 
XliftSIL CH3-C(0)-fc«J:irCH3-C 
<0)-Lys-a>4>$r*R*»&atffia*. AJ4Ser4fc 
ttThr*»^4TSyWBai. Dttlle. ValiUtfL 
eu*»feSr&»*>4>a{3rn*r5yW£. EfctLys4fc 
teArs*><i>3r47$/i£S«. Gttlle. ValfcitfL 
euA»4.5fifS»s6»4>atffl4TSyMSa. JttGly4fc 40 
ttAla3&>fe*4rS/WaHS, Ui lie. ValfcJ:tfL 
eufrfcfc<M^4>aitfh.475>'WS*. MJiGly**: 
liAla*»fe*4TSyiHHt; QteGly, AlafcitfG 
ly- Lys- Lys- Glyj&»6fcSB*W5>atfil*T 5 /M 

aastfctt^rf-Haai. MvtYtt-oH*fc«-N 
h 2 sip*-. )-cas<i4*rffl^rf - f ifctt-t^ST 

[ o o 1 5 ] a vet , aji»t i r« 

3*1* "Vf - F . EflHMf- 2 ^rf - F » K?iJ 

#*3 TfUttli^rf- H, SW**41«S<l4 / <7 , *50 



44»<D#fgT\ iktliiffl:@SftLt. I'Jffi^fe 

DHteii. ±k<ohr* ( i ) rasiuirf-Kafc 

ti-eotgt LT. EW#*l~IBW*7"C*3:fc**i 

[0010] L^t, ##JJ!tt. TIE<7)HR^ 
( I ) ; 
[00 11] 
[lt4] 

■M-Pro-Q-Y ( I ) 

*T*3*ift**:rf-K. EWMTHS^^Tf-F, 
ItfiJ*^ 5 T"*l§ix4 ^7*f- F . £31*9 6 

E*l#f 7T*S*l4'<:r?-K. E?iJ#^8 

•cssfia^Tf-K, ayi»#9 testis trf-H. 
ewh 0T*s*i4^rf-K. l-cas 

*l4^7^-F\ EW*#1 2T*S*l6^7"?-K. SE^'J 
#*1 3T*3*U' , tT?-h\ E3W*H 4?*itfl* 

^Tf- Ffc £VZtit>(Di&cr>'J'-%< k t> 1 as-awm 
£-fcLTfr4±feoES:ffl#3tt£*?>*?4 UMWfc 

*WF, E*B#2-C$S*L*"W?-F. 3 
"C*5ft.4^rf-b\ E^iJ#-^4T'^$ii4^rf-F, 

[ 0 0 1 3 ] S fet, TIEO-^S ( I ) ; 

[0014] 
[-ft 5] 

■M-Pro-Q-Y (I) 
^ilS^T^- F . ffi?iJ#^ 7 -C'^$*l4^Tf - F i 

HBOffM^rf- FtJ Z3fW&<ryyti;< k t> 1 SS:^ 

T^r^l^^fflv^ii>i^4. 
[00 16] 

-T4. 41*. *»!H^B«ffl*S»tov^aW!W-4. 
*»9»)EaW#S«Tli. HK^ ( I ) ; X-A-D 
- E - G - J - L - M -Pro- Q - YT'SS *l4 ^7*f- 



7 

#*i ix-aztiz^Ti-v. bw#*i 2x-mtih 

17f- F . IS?'J## 1 3 T««<t*^7 , f - F , EW#* 
1 82: £tt£ffl£ft LXh&Zt tf-mx-b 5 . £ i 

JBT\ SGftflL «J*L 85#J$:fc'<9H&*Mg ; fg&lf fJ 
&M%t'<?>5Wm ; SMI ; M«5 ; IM : OTEJa^M 

[0017] *»flOBaWB¥S»Kfflv^S±£Lfc A «. 

?i~Ym.<r)o*>x\ m&y-w&L ( i ) x-mzti&^T 
«f»*^rf-H"r*oT. KH&sC ( i ) tcawc, x 

Ji*3R, CHa-CO-fcitfCrb-CO-Lys-*^ 
atfil4*T»0 , AttSeri3J:tfThr*»tatfil6r 
5/&$£T'S>9, Dttlle. ValtJitfLeui^Stf 
flSTSyiSaST* 1 ). EtiLysi5j:tfArg*>£>iIflf 
tlhT$SW&mX'fc>0. GJille. ValfcitXLeu^ 

^ajmi.rsyKSST'S.o. JHtGiytiitfAiaa* 
bmim&TssMpmx'h*). miie, vaitsj;^ 

Leu^^StftLirSyifflHI-C**). MiiGlyfcitf 
Ala*»&»tfft475/1BHST*D. QliGly. Ala 
fcitfGly- Lys- Lys-Glyrt^SJfil £.75 7181 

-NH2frt,mtfti&&x'h&ztwmx'b&. x. 

A. D s E, G. Js L, M. Q*Jit^Y*»OTELfcJSl 

s*£n, MBfaxoet^. 

JJEOHRS ( I ) ■CSSft.S'Vf-Ffc 
ItfiJlSlt^-f KEH*fc:t«taEH*^l 5~K?iJ 

#91 8"casnf<rf-H*«, H&se ( i > x-mzti 

[0018] aWSW5BKffl¥ JJBLfcHBW 

( i ) msitft^rf-H. st^s^^t 

f-F, B*l#99"C*S*l4*<7 , *F. EW#*1 Of 
*S*l4*tT*F. Efl#9l lTfcSfli^rf-F. 
E?|J##1 2"CSl3ft4'0 , *-F. E»-f 1 3T'^£ 
ft&^rf- F\ IE?iJ#-^ 1 4 T'^^ix&^T-f- Ffcitf 
*fi60MSO2«fi:< i: fc l8*SttfcfflJ&fl:LTaa fc 

( I ) T'SISftS^r^FSrSISftt&^a'mL 

Kfev^atHKISJgftUTffl^i^T'f - F*>J«tcWfc I 

Tii, Tiao ( i ) - ( 1 4 ) *>*vrf- f*w *£ t 



(5) IWUTl 0-3 16581 

8 

( 1 ) ItfiJ*^ 1 - F ( A c - Lys- S 

er- I le-Arg-Val-Ala-Val-Ala-Pro-Gl 
y) . 

( 2 ) Wm^2X^flh^T^Y ( Ser- I le-A 
rg— I le— Ala— I le— Ala— Pro— Gly) . 

( 3 ) mm^SX'^flh^r^ F ( A c - Ser- V 
al-Arg-Val-Ala-Val-Ala-Pro-Gly) . 

(4 ) mm^AX-mtlh^n-Y (Thr- I le-L 
ys-Val-Ala-Val-Ala-Pro-Gly) . 
10 ( 5 ) E8»* 5T«3il* / Vr* F ( A c - Lys- S 
er- I le-Arg- I le-Ala- I le-Ala- Pro-Gl 
y) . 

( 6 ) EW*#6'CaS*l4'*7 , *-F ( Ser- I le-A 
rg-Val-Ala-Val-Ala-Pro-Gly-Lys-Lys 
-Gly) . 

( 7 ) WSm^ 7 X-mZtL&*<71- F ( A c - Lys- S 
er- I le-Arg-Val-Gly-Val-Gly- Pro-Gl 
y) . 

[0019] ( 8 ) ffifl#*8T*3*l*'<7* F ( A 

20 la-Gly-Tyr-Lys-Pro-Asp-Glu-Gly-Lys 
-Arg-Gly- Asp- Ala-Cys-Glu— Gly— Asp— 
Ser-Gly-Gly-Pro-Phe-Val) . 
( 9 ) Wm^9X'^tlh"<r^ F ( Cys- Leu- A 
sn-Gly-Gly-Val-Ala-Met-His- I le-Glu 
-Ser-Leu-Asp-Ser-Tyr-Thr-Cys) . 

(10) EJW^l OTSSfLi^Tf-F ( Ser- I le 
-Lys-Val-Ala-Val) . 

(11) ffi?"J#^ 1 1 X-mtl^r^f- F ( A c - Lys 
— Ser— I le— Lys— Val— Ala— Val) . 

30 (12) EH#? 1 2 X-mtlh ^Tf - F ( Asn - Pro 
-Gly-Ala-Ser-Ala-Ala-Pro-Cys-Cys- 
Val-Pro-Gln-Ala-Leu-Glu) . 

( 1 3) EJHPfl 3T***L*^rf-F (Val-Gly 
-Val-Ala-Pro-Gly) . 

(14) EJWf- 1 4 T^Siii^rf - F < A c - Lys 
-Val-Gly- Val-Ala-Pro-Gly) . 

[0020] jJELfc ( l ) - ( 1 4 ) *yvrf-F*>3 
vt\ ±ta ( i ) ~ ( 7 ) mr*Y (E?"JS^i~ii 

?|J#^-7<7)'<.7 , ^F) «. *IHB«<5>!WSJftTJUBLfc 

40 fjji^rf-FTft-ar. nv^aistt. ^C3sv^« 
mtemm&zvMf&mmmmtti. mam 

[0 0 2 1 ] *JHB^>BKffl#S«TJ4JJELfc 
'<7 , f-F*)4a?Wt:fPfS*i**tffl^TtJ:<. « 
itf. JJBLfc^r-f-Fi:. ISK. BtK. UVlWrifO 

j^a^K, ^xyg?, AVPSf- 

50 y»flrif^*«»4:0« ; ^ F U * 'J VJ*%f<?> 
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r/i^-yfc if t wffiSrif £*ff 4 z k ifiv 

1 0 0 2 2 ] aWRIW)|g«ffl#S*rCJ4. *W*KfcH 
Jgflrf-4fctftf>»fi: Lt\ H«tHI»^*^fl60Bi! 

7/^yj8ig^A^&4Wfi» W)\l-)V7)V?- 
V^;fl4. 

[0023] *OEK0**y/l'*fcJ±**tt*'/l'i: LX 
tt. «»WtWflrV^*y/I'4feJ4**ttyAi6 t J: Off 20 

y. t7/H3ygL -fe^n-^fcJ:tXcIii^coI^f*:>5r 

Sy&t'OSSH ; tf'J 7X^7=?ylL #»J*0W5 

3-/WR*a*. xf-^y/t'^7^3-/l'&fi£ 
ft. --KUt'-;uh'n'j Ky (PVP) , dfyr^yn-K 

77= [OH.VES] /2 [OH] 
(5£4«. [OH, VE S ] (i^U b*^;UT^3-^: 



(6) flBPFl 0-3 1 6581 

1 0 

* iv± ftttWdtmpf,* i t 4 . * ix . s 

^^4><0*H LfcBBPPS - 2 4 3 2 5#4«BfcE 

as*ir^4r/MFy|Bttil&*«y;i', &£V*ft 
^bfiBmbtrns?) u ) *siv <n> o^y 

;P7/l'3-A'»a-&ft3&»fe±l:UTi4**y/Pafcli 

&£V'k*&yMi. §gjett. $n& am ink 

4. 

TfBa-toUi) : 



[0024] M) 
[0025] 
[ft 6] 

— CH 2 -CH- 

0 
I 



(i) 



0 = C — C — R 



0. R*fiJ:VR 8 li*^eha4LTlW^)ftft*3l» 
T*44»XttR ! i: R 3 *MBUc«r->T*<lfe*«iBf^LT 
V^4^*S^tfttS^^f4*\ *V^ttR>, R 2 i3 

t*t*«r»*Lrv^4. ) 'CS3*i41IBMM&*5~ 
5 Ot/Wfl* U *oTIE^»*a) ; 
[0026 3 
[HI] 



[VES] 



fifcfctoaWMifcjSU [OH] {it"^;W7/W3- 
;MM&w&A'#*£jSU EVES] ttJJB«- 
«K ( i ) TaSit4flBft*ffl<0t;U**^*t. ) "C 

m2tl&7n-y7*A>y??- in) #0. 6&TX'h 
5MW1^S3 0 OUltcWJ h'^;l/7;l/3-;^ 
fi£tt (WBPF8 - 2 0 6 1 8 8^&*) . 

[0027] (n) ±ta<o-«^ ( i ) x-mtim 

Jt*ffl5r0. 0 5-0. 5 0OTW*mUI'? 
TIBOHKsUii) ; 
[00 283 

CH 2 -CH 

(ii) 



CD 

305S(^tf. X'{4. ^-CO-Yi, ^-YiX(i^-CO- 
COOHTH£ft4g (IWE*+Yi|i, 

^<kfci«o«fc«'C3ettsnfc^k*«*, *fc 

IHfe&»featf*L4iWr< k t> l«WfifittS*lr*4S-C 

«tts*ifciwk*aaii^?t) t'j>4*\ 

l^l/0>4iS«H^fc*fcyvl»*JB*l/a>4] 
T*3ft4«&|lffiO^<fcfcl8*, 0. 00 0 1 
-0.50 Wl>tt®. if 4 L < ttTE««S® : 
40 [00293 
[»2] 



I 

0 

I 

X 1 



{(l-Ce a t)XCe 8 t>X0.01^C P ol<{(l-C ea t)XCe 3 t} X2.0 © 



1 1 

3086 53^) . 

[0030] #»H«B«ffl#3tfC*stt6SHi: IX 
cOS£*i Lfc#B ( **tt^ ) ?*> o T i , 4 fctt*^ 
[ 0 0 3 1 J JJELfc^r^-Hfi iV/4fctt*<0«* 

affittaWteWii*, L*»t> ^rf - Faq&H*»s>iHvf te 

U«fld5rSStt*fir «U.tf. N-hFo* 

^rm^Stf 5 Ffcffln&vSttx^f/l/^. ^tt*^ 

ttofflii. awoffi®, sffco^^jt, issuing 

Sfefc. ^7^-F£Mtt&»*^ 

/Witt, AU&tf, MK. »R. » 

«*. LT8 

6. 

[0032] ±te<7)-«5Si ( I ) ?*S;h.*'*7* F . 

1 4 <7)^Tf- F J: tZ-J-ii^iia^atf fi 

mt. mmi ma, aura^^-aw* ; u&m. m 

[0033] $ JJE*>-*W ( I ) "C*&*i*ti 
#fi^7*F*iJ:tf/*fctt**>«. IfKiaWH^ 

e^ijs^ 7 tiiiai^rf - f*j j: # /* fctt* 

tcfflJ&fMrffc, *?)44jSHI?>#«T\ «BrC. 4fc 

ttffiwrt^ktfjftfflTfc:. mitf. mn* ms* aw. 

ft. *SMWi. JJWMR* ( I ) TSSiifiSSSI*^ 
rf-Ffcitf/ifcttt-oJlB. *SfcEJ«**l~a*l# 



7) WBIPF1 0-3 16 58 1 

1 2 

1 ~ffi?iJ#^7 T*S#l4«i^7 , f - F8 itf 

x. miitc*m<r>MMmmi&mt3j;v : /tMtw& 

[0034] tttmrymafrvTi- vo&jiiMxmffl 

io ixwtti i t a*?* . mawteism* mw£& 
m% z t,z x^x &zk#x'%. *<odfertHffi 

GtffiKMLXlt. MUX. H*MS¥*£« rm8& 

¥mmm&2 ?>w9i<nm- <t> j m6 4i~ 

6 94H (HSW6 2^5^ 2 o a ; tts^sajeR^H 

[003 53 mz£ft.h\><F>X'\i.ti:^tf. B9ffi£j£2£t= 
A**IW!<v<7 , f-F<0ll36li, fffitf. »6iWlfcyp 
20 stt^f-uy-^'tr^/i^y-tf^S^fWrifolBli 
tawfci-s^rf - Fo^;^^f^*ffi^»ii5-ri.r 

FBffrfcttT 5 yMifctt^rf - FBfW**^* a 

y«4fctt^rf - FBrfrtfifts « -r s y®^ifw<. 
30 hm-t^mm^m^z^^x^T^Ymw^ 

S*. BWfc1 - *^7 , f-Ffc«l6r6^7'f-Fitfe»* 

l. av^-cR^rf-F«tanB*»^«(is*. **oflw 

Wt-Ti^T-f-Ftft. *fit»IWSii:t:J:9ff*> 
iih. *«Bt:. fflffi*>4>^rf-F««)i0i*{J:tf« 

MMRB«r»MT*&^*»^ff4U^ 4fc, »fe*ufe 

-tJ:oTff4L<fT*rfi6. 

40 [0036] *^<7)»a^rf - f & infi^mt . 
ix/mm,mzx-oxmmtix^. 

[0037] 

[00383 <IUfe(5iJl> 

LEm^lX'^tl^rf-V (Ac-Lys-Ser- 
50 I le— Arg— Val — Ala— Val — Ala— Pro— Gly) (7) 



1 3 

mm 

(1) 4-t W*i'Xi-)V-7x;*i'-X^-)Vm 

£0. 89 5y*7k/g (ffijg) emsx'^-th^v 
>/W-)i>K> (99/1 qE;Hfc) *»t 

rHMPl/x'yj ) 0. 2 5 S'Jt/l/fcJBVV iWfc-f 

TJIft^tS 7 tfT. EWHT*i 

F ■ A'^^fAXtS^Na- C7;M-U:ykX F 

-L-T5-V (Fmoc75- 
V) , Na-9- (7WWWh^#W) 
-/ijyy (Fmoc/'J^) . N«- 
/I^F^^A'*-;!') -Ng-^F^-2, 3, 6 

-FU^f-z^yHfyx^-^-L-r^-y (F 

mocT^df-y) , Na- (7Wl/-;Wh^y* 
-L-rD'jy ( Fmoc/P'jy) , Na 

- (7;^^-;MF^v-^;^-/P) -L-Ayy 
(FmocA'tly) N Na- ( F*y# 
-4 VD^yy ( Fmo cA : y> ) . 

Na- (7;Wl/-)Mh^f^M-iH -Ne- 
(t-/h^fy*;^-;H -L-iJyXFmoc'J 

vV) . Na- y^lsiDVX-lV) - 

O- (t-7*?7U) -L— t'jy (Fmoc-b'jy) 

[00 39] (2) JJE ( 1 ) Tflteflfc^rf-K- 
fflBlt-s DMF*-C*S*IW0. 9 6M£, FUx^/P 
75^32. 6mM -TC3BflHIRJ63-*, 7-fe*/Wfc 

( 3 ) JJE ( 2 ) tmilfc^r?- F -«lit. 5% 
O*. 5%<0?-:*7-V-/K 7. 5%<7)7x/-/k 

2. 5%<Dx.?y=;tt-)izistjyv y/ixummi 

0m 1 2rttfC6^ra«ratT, "vTf- F'OftRSO 
IBSii. Sffi (Sill) fr&W^f-KIRBfcfT-jfc. * 
^T^Ud^^x^x-T/l^flO*?^ 

( 4 ) _hE < 3 ) Tl#^ft£ffi£f£tt£ . ^KffliSa 
4 7X3 00mm 71/^^7? 1 0 0 OflDJE*^* 

<t o #6fLfc«iKrf - f * . fttfm&mmw? 

07b/ 7 7^- (ftttKftffflH r LC 6 A j . 

A : 3r/H**&ttS! r TSKge 1 ODS-8 0T 
M CTR, MJ7/WnB»£0. 0 5^* 

%^-?h7±h=~yv)\st*.<?)m&mm tutu 7 

-fe F- F U/UffigS- 3 0araT5£ftSfc&»& 5 0^4% 
fcfJwfcrjBftS-frfcfci*. 14. 4ft<r>m.iz%.~<» 



(8) »H¥10-316581 

1 4 

fcHMK^f - F«^*<± 1 0 3 9 T*> 9 (#7*09 
|&ffl= 10 3 9. 18). mm^- 1 "CSSSfLiiT**- 

[0040] «Ht£0iJ2~7> 

[£W#* 2 ~EJ!»* 7 X-mtll^ZTf- F^Wft ] 
IOMf|li:H«(cUr-&lRRl6(IS*Ri6> fcfr^T, 
EW#*2T*3flft'<7 , f' F\ iE?'J#^3?*l3*U 
^7*f-F\ EW##4T*3*l*'*:rf-l«. Efll#95 
TaS*l*^Tf-F. lE?iJ#^6T«$ix5^.7°^Fi3 
10 t tl^iE^J#^-7T-^$ilS'<r^F$r-?-n-f^«L 
fc . J: 0 ft *>il£l»^ 3 . O^T 

EggOlMSiillffi (OUR) !&»&*>K*&fT-5Ta£JS 
ft (fiSK7*f-F*) £m\ **i*fmLfc. E 

1\ fiftSaJNKfcSffl (WIS) *»tOB«Sff-a-Cffl 

20 |RL *jJ:t^FABJ6v^x^h;uwefc:J:03lW>fc# 
?*tt. Tf£^*l^'ftfc , )T'J>r>^. 
BtC. Wtffll2-3 (E5'J#-t2~ie?i]##3T'a$it 

EW»#7T*5*l*^rf-F**>&«) "Ctt. JS^f7S 

b&«co^7i-vcD£mz<i!m%7$/MzmA,x*m^ 

(E9)#*4T«*il*^rf-H^' 

30 sMMrTSyK^a^Tfflv^kftK. *H77-7>f F 
■ y<-f ^•^XT'AXagON a - ( F^f 

-o- (t-r^iv) -L-Fu-tf-y 

(Fmoc F^->) $:StffiffiLJt. 
[004 1] «##0U~7» 

[EM»f 8~E?iJS-f 1 4 x-mtii^ri- vcom 
»] SUtMl fcHWKUT^lSRiG («r&Rl6) 
T. E9"J#^8t«$tlS^r^F\ E^]S^9-C'«§ 
<i6^7*f-F*. EW»^10T*Sn4^7*f-F\ IH^il 
S-tl E5iJ#^l 2T'^?fLS 

40 ^Tf-F\ EJW913-e*S<i*^rf-H*JJ:tffiBf! 

KJ: OftfeiifcEWHIf' 1 1 * J: V 1 4^7"f- HCo 
^T, 5WMli:RI«KLT7-fcf-;Wfc*iJ:tffiaaw> 
BMIfcll«*»i5>«)IBaitfTorSBfeJWIi (fflSKT^- 
F) 5:#T. 4fc.'E?!l»#8. 9, 

10, 1 2fcJ:m 3<0^Tf-F'l±, ■t^MlZ'fth 

-tfi-WwolMKT'f - F fcov ^T . HM« 1 1 MkMt 
50 «rffli«a?S^nvF/57^-2rff->^t#^§ajB# 



1 5 

Rt, mm3-4 (mm^i o^mmm 1 l-est 

1 1 4T*£ft&^7^FO£j£) T'(i. 

Ksr s y»fc lt . i Tttffi Udgmr s m 

CO o hfrb&i^r^ Y0)&mZ'$m+j;T 5 y&£8 
[0 04 2] Sfc. JJEtfit^T. ##091 (K?'J#^ 

#07754 h ■ A^^r^xaii^N 
a - (7;^l/-;Mh*^#-^) -o- (t- 

7>^) -L-f-Oj/y (FmocfDyy) . Na- 

(7Wi/-;Mb*y*;W-;H -/5- (t-7> 

-L-7XK5^i(Fmoc7XA^ 
y») . Na- - 
r- ( t-T^/M"*^) -L-$OM>5y» (Fmo 
c^y^5>S) . Na- 

- S - HJ L - yXf-f V (Fmocx 

-L-7x-/l/77-y(Fmoc7x^7 

[0 0 4 3] JJBfctSWt, ##«2 (ISJ'J#^ 

a- (7Wl/-;Wf^y*;^/l/) -S-HJf- 
/p-L-yXf^f y (Fmo cyXf^l V) , Na- 
(7;M"W-;M h^^*;I/v1f-;p) -\_-uAi/y 
(Fmocn^fyy) „ Na- ( 7;M"l"— JkX h^fs/* 



(9) IJHPPl 0-3 1 6581 

1 6 

-^^yj-- y (Fmoc^f^V) , Na- (7W 
l/i;Mh*^W^H -N^-Mf^U-L-b 
Xf-VV ( Fmoct^fyy) s Na- 

/Mh^*w:-;H -r- (t-7^M-*v) - 
L-^;l/^5yg? (FmocWayl) , Na- 

)V**is) -L-7XA fl 7^1 (Fmoc7XA'7^ 
10 yffi . Na- (7)l*\s-)V* Y*i/l3}Vifs~)V) - 
O- -L-f-ni/y (Fmocfoi/ 

y) , £J;tfNa- (7/^u-;Mb^r^*;P#- 
)V) -O- (t-7"f^) -L- hU^-y (Fmoc 

[0044] iffifcfcwc. ##fl]5 < !»(#§■ 
1 2T'^§ill»^7 0 f-Hc7)^) T'ii. lOIAl VW8 

Na - (7WI/-/Mh^y*W-/H -L-7-* 
20 ^y*?y (FmocTX^y*?y) , Na- (7)VJrl>> 
-Wh^yW-/H -S - h Ufvlz-L-^Xr 
4y (FmocyXf^) . Na - (7;M"U— ;k* 

h tf-^) - L-^Sy(Fmoc^ 

sy) s Na- (7^3j-w-;M h^x*;^-;^) - 
L-n^fv-y (Fmocu>fyy) , £J:t/Na- (7 
)V^V^)V^Y^z/H)Vif^)V) -r- (t-7^)VJt 
-L-frt/fsym (FmocW^i) 5r 

[004 5] 
30 [£l] 











ft 


m 




(#) 








onm 








mmi 


1E?'J##1 


14.4 


1039 


1039. 18 


mmM2 




17.1 


898 


897.08 


mmm3 


wm*3 


14.1 


897 


897.03 


mmm4 




13.8 


855 


855.03 


mmm5 




17.2 


1067 


1067.28 


mnsM6 




12.7 


1182 


1182.42 


mw\7 


E?iJ##7 


13.9 


1011 


1011.17 


mmi 


mm^8 


16.0 


2311 


2312.43 




Sftitft 9 


14.9 


1913 


1913. 15 


##0"J3 




15.4 


616 


615.76 






15.0 


786 


785.97 


mM5 




18.7 


1528 


1527.72 




BW**13 


11.5 


499 


498.58 



1 7 

mW7 £31*914 



(10) 
11.1 



669 



flHPFl 0-3 16 581 

1 8 
668.78 



1) #tfmmm.W?a~?h7y7 4- 

[004 6] mmmn 

( i ) mmm i viM>tvkWffl& i •v^tii^r 

H. fcit^E^J [Gly-Arg-Gly-Asp-Ser] T'fl 
3 it* ^7*^- K ( flSJaMt*crf- *> 1 m g 

/m 1*^5 0 At 1 £. 9 6ft (9 6we 1 1 s ) 7 10 
U-M=#t£8L %m lZZtl?tinXI,Z&«<7)^7J- 

( 2 ) JJEO ( 1 ) fcliMK. 3SStW2T?»&*ufcE 
M*t 2T*S*l4^Tf - Ffc J:tf£d8W3Tf»£*lfc 
E?i|#-f-3r^$ix6^rf-H<00. 5mg/ml 5 
0%7*h-MJ/M«l OOju 1 96ft (96 
we 1 Is) TU-r-fc:#&&, SSSLT-Hx-fix^ft 
K^^Tf-HSrlllS-fbLJt. * 



* ( 3 ) JfcOT, JbE ( 1 ) fc-ktf ( 2 ) ■C*'«r<0^r 
f-F£HJ&ffcU:#J* (we 1 1 ) (c, NRK-4 9$ffl 
» (]Eft7?hffA*iil£ra> 6 2. 5X103ffl 
/we 1 lOSQ^-C&AU 5%COi#ftTfc3 7X; 

?4bh»«u *<ok*^ima«)iiBi«nis. dna 

fi(LSQM Assay) J: 9 WELT. 

(we 1 1 ) let. ±IBt(Sl«(CLTNRK-4 9aiJ}a 
62. 5xi0 3 fl/wel lOS^T'&AU 5%C 
OiflR5ETt3 7X;r4BBI««L. 

[0047] 
[*2] 



E3J#^3 
E3J#^4 
E?i#^5 

EJl] (Gl y-Arg-Gl y-Asp-Ser 



72. 2 
84. 8 

65. 7 

66. 6 
62. 8 
39. 1 
43. 6 



[0048] JJE0«20IS**»4>HB4»36»*J: dfc* E 
[Gly-Arg-Gly-Asp-Ser] (i#S&«f ®PJ 

[0049] mmm8- 1 1 ts&vtam 1 > 
( i ) r;i^>-i£«^i^fif y/uossis : 

(i) 2. 3g (20mmo 1 ) <0N-hHndfv3 

5 h' ( h o s u ) ( flcrtAa^rf - fsbw? 

88) *H«x*;P15 0mlfc»J*U «ff Lfctffcl 
0m 1 WBKX^;Ut«»LJt 0 . 6 g ( 1 0mm o 

i ) <n^vyvr\y (eda) (afttfXtttfgtt 

xf-uyx'7S>2N-t r-'n^rm^lH = Fig 
(EDA- 2HOSu) 2. 9g ( JR*if«U 0 0 % ) £ 

( i i ) Tvufviw- h y * a ( w^gtfe&^ag! : 

tt!500~600cp) <01fifi%*?§JK5 5 0ml 
(^/W-Kdr^S: 27 5mmo 1 ) fc. 2. 42g 
(8. 5mmo 1 ) <0±IB ( i ) Tte&fUtEDA • 2 

HOSut, 17. 6g (92mmol) t^l-Xf;^ 



* - 3 - ( 3 - V* *)VT i y 7n tVl- ) S F 

30 mm (edc ■ hc i ) m^tt^i-mm 

S) fcSHl/t. 15cmX2 5cmC0f7nySS7 

Hat. SA&Mmbtik. ft^fifc**^*, « 

ffiRBKKfcHtJMEtCa-fjI-ySmeq, Na-f*V 
14 3me q) iZftHilZ. C aC 1 zfcNaC 1 £ 

«wufc*«a (ecf) x'+Mzimttz®. 
[0050] < 2 ) Tfr*y&&m&xm¥fr (m 

40 ») ^CO^r^-h'cOllS (|g$) : 

( i ) ±K ( i ) T»fe*ifcr/Mf y|^««f^B» 

y;K?) 0 . 1 g 6 f7l^*/k& 7 S F Tffi# LT ^ 
1. 2mgC9N-t Fo^fv-n^iK SFfcl. 9m 

goi-xf-^-3- o-vyf-^rsyrotvp) 

tf/UKs^ S (EDC • HC 1 ) SrjDxT, - 

HTRDflft* Lfctt, mm 1 "CflteflfcEW** 1 T* 

^tl^7f- F 1 0 // m o 1 fc y To tVPXf-;!/ 



( 

1 9 

ivx-immLtdk. mmix, rmm (25k 
Gy) zmixtnvmwmwmuz (mmms) . 

( i i ) ^T^- Y k LX , SdKffl 5 T1# 4>ftfcEJi#t 
5T«Sft*^rf-HSffl^fcJaW4. JLE ( i > fc£ 

( i i i ) 17 f- K t UT » ##0fl 4 &flfcEM# 

*i l-cusni^rf-H^fflv^*** (mtmi o ) . 

f-KfcJflvvfc (HJfi^Jl 1 ) ma. Hid) k-k< 
1 ) . 

(iv) ^Tf-FOffchOt, ^U^yxf-^x^-r/l' 



11) «ffll¥10-3 16 581 

20 

♦ WHBftLfc UH8W1) . 

[005 1] im.M2}mW\S-l lhZViffiffl 
1 T»<j>ilfc«I«IHI«*»fe 1 c m X 1 c mnW&frZ 
SKU *<r>&i*24'X (24we lis) TU-h 
©&we 1 1 (cAfu 3E*t F&JStati3«£ 1 0 3 
ffl/we 1 10M-&-C&AU 4we 1 1 Izl 0%FC 
S Eagle's MEMMl m 1 ZMIX. 5% 
C0 2 1ttET{C3 7-CT'14Hraig^L^. f 

10 ^tV^, y/K>Xtft ( 1 cmX 1 cm=l cm') tjfrf 
>*;w±<o«feS*ifcIiffll (%) ***>fcfc£*. T 
EO« 3 (c jjrf b H 0 T* -5 . 
[0052] 
[*3] 



« 




^feffiS(W*iM«t®) 
(%) 


»t&l8 


eh#*i 


84 


HttH9 




81 


HM01J1O 


sm*i i 


76 


HM0J1 1 




72 


itmn 




m 3 9 



[0053] ±12«3i3tf>*8*fl»£, E?iJ#^ 1 X-m 

* 1 1 ■C««*i6^7 , f - Ffc &V«m* 1 4 T*S*i 
*^rf-K^**ffl£fl:U:flttW8~l 

& < . jE«t h&rnmgfmmmMtfi&mztix^z 
zk. *cod-t>x'i>. ^momm^n-vxhtw. 
twh- i xmzti&^Ti- vtiXrM¥m^5xm^ti 

[0054] 

[#5te>*MI] HR* ( I ) "C*S*i6'*7 , *F, Eft 
#-^8~iB?J#^ 1 4 , C*&*1*'*7* Ffcitf-fitfe 

ffi£#*K 1HH»f. «tS4ff. t*i:L 

tmntemztlXlTlbl. *<r>o*>X%. HEsC ( I ) 
*i* F . 1 ~IS?'J## 7 xm 



®%it-ttf£Mffi<?)tf.Bx\ unvote*. ±#mm 

m. DUSK. fttSifflJK, #^S4^ffltc®^T* 
30 »tflfflr*ii:*fC**. 
[0055] 

ismti 

[0056] mm^r : 1 

micoskz : 1 0 

hsKnS^- : Ofi(* 

^Sr^-f K-f : modified-site 
40 1 

ffeOffifffi : Lys=AcLys 

mm 

Lys Ser He Arg Val Ala Val Ala Pro Gly 

5 10 

[0057] : 2 

EflOftS : 9 

50 



(12) 



mWl 0-3 16 581 



2 1 



22 



fffl 



Set He Arg He Ala He Ala Pro Gly 
5 

[00 58]KM#* : 3 

: 9 

E^SSr^Tf-r-' 



: modif ied-site 

# £ftfi : 1 
fl!!Offif# : Ser=AcSer 

Set Val Arg Val Ala Val Ala Pro Gly 
5 

[0059] mm^- : 4 

IE?iJtf>*$ : 9 



Thr He Lys Val Ala Val Ala Pro Gly 
5 

[0060] mm^r : 5 
£9)0*3 : 1 0 

E*l«>SBH:' > vf-r-' 

E?j«#si 

^SteSI-f IB# : modif ied-site 

#£<aa: i 

fffiOtf IB : Lys=AcLys 



Lys Ser He Arg He Ala He Ala Pro Gly 
5 10 

[0061] B*|*9 : 6 
KJlOftS : 1 2 

10 Ser He Arg Val Ala Val Ala Pro Gly Lys Lys Gly 
5 10 

[00623 Wm^ : 7 
E?iJtf)*£ : 1 0 

E^tfts 

ttft£*«W : modified-site 
#4fiS: 1 
20 flil^ffl$g : Lys=AcLys 

Lys Ser He Arg Val Gly Val Gly Pro Gly 
5 10 

[0063] mm^- : 8 

BM*>*3 : 2 3 

ie?!j<7)S: 7$.sm 

bXW- : 1KR 



30 



EH 

Ala Gly Tyr Lys Pro Asp 
5 

Asp Ser Gly Gly Pro Phe 
20 

[0064] mm"*? : 9 

IE?lJ<7)ft£ : 1 8 
E^JoS: 75 

EM 

Cys Leu Asn Gly Gly Val 
5 

Thr Cys 

[0065] ffiflj#f - : 1 0 
E*IJ<9££ : 6 



Glu Gly Lys Arg Gly Asp Ala Cys Glu Gly 
10 15 

Val 

*h>Kn5;-:lt»R 

40 E?'J<9««: '•v^F 

Ala Met His He Glu Ser Leu Asp Ser Tyr 
10 15 

* &m 

Set He Lys Val Ala Val 
5 

[0066] E^lJ*^ : 1 1 
★ 50 E9IJO&S : 7 



(13) 



23 

^Ste^'tlfi-*?' : modif ied-site 
SSffifi : 1 
ffi?)ff #g : Lys=AcLys 

mm 

Lys Ser He Lys Val Ala Val 

5 

[0067] mmm ■. i 2 
itf'J 

Asn Pro Gly Ala Ser Ala 
5 

[0 0 68] iS?iJ#-f: 1 3 
E?iJO£$ : 6 

r-^n^-: lt«[« 

EM 

Val Gly Val Ala Fro Gly 

5 

[0069] K?iJ#-5§- : 1 4 
ffi?iJ<9A£ : 7 

W&Zmtsm- : modif ied-site 
#£ffiB: 1 
ffiKOH ffi : Lys=AcLys 

Lys Val Gly Val Ala Pro Gly 

5 

[0070] : 1 5 

E?|J<7)A$ : 9 

mm® 

M*B: 1 

ffiOfflf^B : Xaa=Ser, AcSer, Thr££(2AcThr 
#£ftB: 2 

ffi^WSfi : Xaa=Ile, Val2£fiLeu 
#£{Sfi: 3 

ffl!Offi$g : Xaa=Lyst^JiArg 
Sfiftfi: 4 

ffi<9ffff8:Xaa=Ile. Val££{iLeu 
SSftB: 5 

flUOffiffi : Xaa=Gly£ fctiAla 



ftifflO-3 16 58 1 
24 



*B2?iJc9£S : 1 6 



10 



Ala Pro Cys Cys Val Pro Gin Ala Leu Glu 
10 15 
^fiqtfiB : 6 
ft&^tPS : Xaa=Ile, Val2fc«iLeu 
ffSftB : 7 

ffil<7)tilffi : Xaa=Gly££li:Ala 
: 9 

20 fficOtPS : Xaa=Gly, GlyNHa, Ala£ft{2AlaNH 2 

Xaa Xaa Xaa Xaa Xaa Xaa Xaa Pro Xaa 

5 

[0071] mm^ : 1 6 
: 1 0 

30 #St^-fie-t : modified-site 



#£ftB 

#£ftB 
40 Otitis 
#£ftB 

#4{4B 



Lys=AcLys 
2 

Xaa=Ser££<iThr 
3 

Xaa=Ile, Val££U±eu 
4 

Xaa=Lys££l2Arg 
5 

Xaa=Ile, Val££tiLeu 
6 

Xaa=Gly££(iAla 
7 

Xaa=Ile, Val^&JiLeu 
8 

Xaa=Gly£fctiAla 
1 0 

Xaa=Gly, GlyNHz, AlatfcfiAlaNlfe 



*50 



(14) 



0-3 16 581 



25 



mm 



Lys Xaa Xaa Xaa Xaa laa Xaa Xaa Fro laa 
5 10 

[0072] mm : 1 7 

m\<?)%2 : 1 2 

Emm 
mm® 



Xaa=Ser, AcSer. Thr££JiAcThr 

2 

Xaa=Ile N Val££{2Leu 
3 

Xaa=Lys££{iArg 
4 

Xaa=Ile, ValtfciiLeu 
5 

Xaa=Gly£ftfiAla 
6 

Xaa=Ile. Val££{iLeu 
7 

Xaa=GlyS£liAla 
1 2 

Gly=Gly4£UGlyNH2 



Xaa Xaa Xaa Xaa Xaa Xaa Xaa Fro Gly Lys Lys Gly 
5 10 

[0073] i£?ij#if- : 1 8 
Effl<vm : 1 3 



26 

USteStfia-f : modified-site 



#4<2ffl 

10 



i 

Lys=AcLys 
2 

Xaa=Ser££iiThr 
3 

Xaa=Ile, ValifcJiLeu 

4 

Xaa=Lys£fc{iArg 
5 

Xaa=Ile, Val££ii:Leu 
6 

Xaa=Gly£7tliAla 
7 

Xaa=Ile s ValifcfiLeu 
20 : 8 

: Xaa=Glyiit{iAla 
#£ffiif : 1 3 

ffllcOfflfS : Gly-Glyg&tiGlyNHt 

* Lys Xaa Xaa Xaa Xaa Xaa Xaa Xaa Pro Gly Lys Lys 

1 10 

Gly 



30 
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